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BACKGROUND: A New Zealand randomized trial has shown that lipiodol treatment enhances fertility with high
short-term effectiveness for women with endometriosis. METHODS: An open randomized trial in a single-centre
secondary- and tertiary-level infertility service assessing lipiodol flushing versus no intervention. A total of 158
women with unexplained infertility (62 women with mild endometriosis and 96 women with pure unexplained inferti-
lity) were evaluated at 24 months after trial entry. The main outcome measure was clinical pregnancy, assessed using a
Cox proportional hazards regression model. RESULTS: There was a significant benefit in overall pregnancy rate fol-
lowing lipiodol [hazard ratio 2.0, 95% confidence interval (CI) 1.3–3.2]. Among women with endometriosis, the benefit
in pregnancy rate seen in the first 6 months following lipiodol (hazard ratio 5.4, 95% CI 2.1–14.2) was not present at
6–24 months (hazard ratio 0.6, 95% CI 0.2–2.1). There was a more consistent effect of lipiodol on fertility throughout
the 24-month follow-up among women with unexplained infertility (hazard ratio 2.0, 95% CI 1.1–3.5).
CONCLUSIONS: Lipiodol flushing is effective at enhancing fertility not only for women with endometriosis, but
also for those with pure unexplained infertility.
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Introduction

Growing evidence has suggested a therapeutic, fertility-enhancing

effect of a hysterosalpingogram with oil-soluble contrast media

(OSCM) (Johnson et al., 2006). The results of our randomized

trial showed a pronounced therapeutic effect of lipiodol flush-

ing at 6 months follow-up among women with endometriosis

(Johnson et al., 2004) and we speculated this might result

from an immuno-biological fertility-enhancing effect either

on the intraperitoneal environment or on the endometrial

environment to enhance implantation (Johnson, 2005; Johnson

et al., 2005). Others have suggested that OSCM might

simply reduce the latency to pregnancy rather than to increase

the overall number of couples who eventually become pregnant

(Steiner et al., 2003).

Lipiodol flushing has now become a routine fertility treat-

ment option in New Zealand for couples with unexplained

infertility, especially where the women has mild endometriosis

(Brent et al., 2006), but numerous factors other than strength of

supporting data determine the uptake of a new approach to fer-

tility treatment (Johnson et al., 2006).

Of 11 randomized control trials (RCTs) reporting on the fer-

tility effects of tubal flushing (Johnson et al. 2005), most have

reported only short-term outcomes at 4 months (Ogata et al.,

1993), 6 months (Alper et al., 1986; De Boer et al., 1988;

Nugent et al., 2002; Johnson et al., 2004), 8 months (Yang

et al., 1989), 9 months (Rasmussen et al., 1991), or

12 months (Letterie et al., 1990; Spring and Barkan, 2000),

with only two RCTs previously reporting outcomes beyond

one year: Steiner et al. (2003) at 18 months and Lindequist

et al. (1994) at 20–39 months. It does not appear that

account has been taken of the possibility that, as time pro-

gresses, some participants allocated to no treatment may in

fact undergo a flushing procedure, and that the data may be

influenced by women undergoing other fertility treatments.

The objective of this analysis, on a cumulative basis up to

24 months following entry into our randomized trial (Johnson

et al., 2004), was to ascertain whether a fertility-enhancing

effect of lipiodol was present, given that women might have

chosen to undergo treatment with lipiodol or other fertility

treatments from 6 to 24 months after trial entry.
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Materials and Methods

Study design

A detailed description of our randomized trial protocol, in line with

CONSORT criteria, was presented with the 6-month follow-up

results of the randomized trial (Johnson et al., 2004). The trial was

an open parallel RCT of lipiodol flushing versus no intervention in

two pre-defined subpopulations of women with unexplained inferti-

lity, one group of 62 women with known endometriosis and another

group of 96 women with unknown endometriosis (pure unexplained

infertility).

Follow-up at 24 months

Data for the follow-up stage 6–24 months were collected from study

participants by a telephone consultation with a research assistant

(between January and June 2005), after completion of 24 months

from randomization and study entry. Dates of further pregnancies

and whether further treatments had been undertaken were recorded.

Statistical methods

As women were followed for 24 months from entry to the randomized

trial with no control over their treatment after 6 months and some loss

to follow-up, a Cox proportional hazards regression model was used to

assess the effect of lipiodol treatment. This model included the lipio-

dol treatment as a time-dependent factor. The event of interest was

pregnancy. As this study was a follow-up from a previously published

randomized trial, a second Cox proportional hazards regression model

was also performed, where time was partitioned into two: first, up to

6 months (the follow-up time of the Johnson et al., 2004, trial);

second, 6–24 months. This model allowed the treatments and the

time intervals to be modelled separately or in selected combinations.

An intention-to-treat (ITT) analysis, assuming all women remained

in their original treatment group and were followed for 2 years, was

used to calculate the relative risk for clinical pregnancy and for live

birth plus ongoing pregnancy (ongoing pregnancy defined as a

viable pregnancy of gestation 12 weeks or more) in the two original

treatment allocation groups. The primary imputation for pregnancy

data in the ITT analysis was that all women lost to follow-up did

not become pregnant, however, sensitivity analyses for the imputed

pregnancy data (where all those lost to follow-up were all assumed

to be pregnant and where half those lost to follow-up were assumed

to be pregnant) were also performed.

Results

Participant flow

The original trial protocol allowed for completion of 6 months

of follow-up without other treatment interventions, but partici-

pants were able to have further treatment without restrictions

between 6 and 24-month follow-up phase. Fig. 1a and b

shows the flow of participants to the 24-month follow-up.

Among 73 women randomized to lipiodol treatment, 43 were

known not to be pregnant at the 6-month follow-up; of these,

1 woman underwent a further lipiodol procedure, 21 underwent

other fertility treatments and 2 women were lost to follow-up.

Of the 85 women originally randomized to no intervention,

70 were known not to be pregnant at the 6-month follow-up,

3 women underwent a lipiodol procedure, 22 underwent

other fertility treatments and 8 women were lost to follow-up.

Actual treatment analyses

The survival curves showing time-to-pregnancy for women in

the two condition categories by treatment are shown in Fig. 2.

When modelling over the full 24 months, there was no indi-

cation that the effect of treatment differed between the con-

ditions, endometriosis and unexplained infertility (x2 ¼ 0.2,

df ¼ 1, P ¼ 0.7), and also there was no indication of a differ-

ence in the proportion of pregnancies between the two

conditions [hazard ratio 1.1, 95% confidence interval (CI)

0.7–1.7, P ¼ 0.7]. The model showed an effect of lipiodol

treatment with a hazard ratio of 2.0 (95% CI 1.3–3.2).

However, as there was an indication of a difference in

response to treatment between the two conditions at the end

of the RCT (Johnson et al., 2004), an assessment of the

hazard ratios before and after this time showed an interaction

(x2 ¼ 5.4, df ¼ 1, P ¼ 0.02). Hence, the 24-month follow-up

data were re-analysed with the two time periods (0–6 and

6–24 months) being assessed separately. This re-analysis

showed a strong treatment effect for those with endometriosis

during the first 6 months and no effect after that time (x2 ¼

7.6, df ¼ 1, P ¼ 0.006 for the effects at the two times being

the same), while for those with unexplained infertility the

treatment effect appeared similar over time (x2 ¼ 0.1, df ¼ 1,

P ¼ 0.8). The treatment effects at the two time periods were

summarized by hazard ratios as follows: hazard ratio 5.4

(95% CI 2.1–14.2) for women with endometriosis at 0–6

months; hazard ratio 0.6 (95% CI 0.2–2.1) for those with endo-

metriosis at 6–24 months; hazard ratio 1.8 (95% CI 0.8–3.9)

for women with unexplained infertility at 0–6 months;

hazard ratio 2.2 (95% CI 0.9–5.4) for those with unexplained

infertility at 6–24 months. As the unexplained infertility

group had very similar estimates for both time periods, a

better estimate was for the full 24 months (hazard ratio 2.0,

95% CI 1.1–3.5).

Between the 6 and 24-month follow-ups, 44 women had at

least one further fertility treatment, 56 were recorded as

having no further treatment and information on further treat-

ment was not available for 10 women. To incorporate this into

the model, 10 women with no information were censored at

6 months in the survival analysis and assumed to have had

no further treatment in the ITT analysis. Also, the date of

further treatment was unknown, other than it was beyond

the end of the RCT, and so it has been assumed that the

additional treatment was received half way between the end

of the trial and the end of follow-up for that woman. With

these assumptions, the additional fertility treatment had a sig-

nificant hazard ratio 19 (95% CI 8–45). Based on simulations

where the timing of the additional treatments was varied, the

estimate of the effect of additional treatment changed little,

always having a significant association with the onset of preg-

nancy. The addition of this variable had no effect on the early

endometriosis hazard ratio but moved the later endometriosis

hazard ratio and the unexplained infertility hazard ratio

towards unity. Using the assumptions above, the hazard

ratio for endometriosis after 6 months was 0.8 (95% CI

0.2–2.5), whereas for unexplained infertility it was 1.6

(95% CI 0.9–2.9).
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Intention-to-treat analysis

Pregnancy with live birth and ongoing pregnancy rates at

24 months based on an ITT analysis according to group of allo-

cation, and with an assumption that women lost to follow-up

did not become pregnant, and sensitivity analyses for the

imputed pregnancy data, are shown in Table 1. These analyses

for pregnancy show very similar results to the Cox proportional

hazards regression analysis but there are smaller relative risks

because of the more conservative approach and the analyses for

live births show very similar results to those for the pregnancy

outcome.

Discussion

This 24-month follow-up of our randomized trial provides

further evidence of the effectiveness of lipiodol flushing for

Figure 1: Flow of participants through the trial
Note in these figures that above the horizontal dotted line represents events from the FLUSH trial until the 6-month follow-up, and below the
horizontal dotted line relate to events between 6 and 24 months of follow-up. (a) Flow of women with unexplained infertility to 24-month
follow-up. (b) Flow of women with endometriosis to 24-month follow-up

Sustained benefit of lipiodol for unexplained infertility
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women with unexplained infertility. While there was a positive

effect of lipiodol in women with endometriosis at 6 months

follow-up (Johnson et al., 2004), this present analysis shows

no evidence that enhanced fertility persists beyond 6 months

in women with endometriosis, but suggests a sustained and

consistent enhanced fertility up to 24 months in women with

pure unexplained infertility.

There are obvious difficulties with the 24-month follow-up

analysis. The data collection method for the 24-month

follow-up was open to possible recall bias, but it was not poss-

ible to verify further treatments and further pregnancies from

the medical notes, since there was such fragmentation of care

between private and public health systems that any particular

set of notes would have been even more prone to bias owing

to missing information. Further treatment was collected as a

dichotomous variable, whereas in retrospect the study could

have been strengthened by ascertainment of the actual timing

of further treatment. The ITT analysis at 24 months is compli-

cated by three women allocated to no intervention who have

now had lipiodol procedures (all of whom became pregnant)

and considerably more women among those randomized to

both lipiodol and no intervention who have subsequently

received other fertility treatments. The similar results of

actual treatment and ITT analyses at 24 months, and the fact

that analysis taking account of these further treatments did

not substantially alter estimates of treatment effect (hazard

ratios 1.6 versus 2.0 for unexplained infertility and 0.8 versus

0.6 for endometriosis, see Results), point to the results as

being robust.

It could be argued that the disappearance by 24 months of the

significant fertility enhancement from lipiodol in women with

endometriosis at 6 months supports the concept suggested by

Steiner et al. (2003) that only latency to pregnancy and not

the eventual pregnancy rate is altered by lipiodol treatment.

However, the picture is undoubtedly complicated by the

number of women becoming pregnant from other fertility treat-

ments between 6 and 24 months.

The apparent difference in effect of lipiodol for women with

endometriosis compared with women with pure unexplained

infertility is consistent with the notion that infertility related

to mild endometriosis is a distinct entity and not just another

type of unexplained infertility. Indeed, women with such

endometriosis-related infertility have been shown to have

approximately half the fecundity of women with pure unex-

plained infertility of similar duration (Jansen, 1986; Toma

et al., 1992; Johnson et al., 2004), perhaps related to additional

mechanisms such as immuno-biological adverse effects on fer-

tility (Johnson, 2005). It is speculative to suggest that more

than one mechanism of the fertility-enhancing effect of lipiodol

might explain these different effects in women with endo-

metriosis compared with women with unexplained infertility.

Known immuno-biological dysfunction in women with endo-

metriosis, in conjunction with the pronounced early effect of

lipiodol, which later disappears, might suggest an immuno-

biological mechanism of lipiodol. An intraperitoneal effect

that could influence oocyte quality or sperm–oocyte inter-

action is plausible, but we have increasing evidence of an endo-

metrial effect of lipiodol, which, in a murine model, had an

effect on uterine dendritic cell populations (Johnson et al.,

2005). It is possible that lipiodol has an implantation enhancing

effect on the endometrium, a hypothesis that we are currently

investigating further. Whether the more sustained effect of

lipiodol in women with pure unexplained infertility might be

due to another mechanism, such as mechanical flushing of

the fallopian tubes, remains unclear.

Figure 2: Survival curve of pregnancy over 24 months
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Conclusion

This study lends further support to the effectiveness of lipiodol

flushing for treating unexplained infertility. While previous

evidence suggested the greatest short-term benefit is apparent

in women with endometriosis, this study provides compelling

evidence of more sustained efficacy for women with pure unex-

plained infertility.

Acknowledgements

Marianne Weston-Webb assisted with most of the lipiodol HSGs.

Funding

The major financial support for the trial came from the Auckland

Medical Research Foundation, which contributed towards the

salary of a research nurse. The University of Auckland

Research Committee and the Auckland Research Centre for

Reproductive Medicine contributed seed funding. The lipiodol

was provided without charge by Guerbet and supplied free of

charge initially by Aventis (New Zealand), later by Biotek

(New Zealand).

References

Alper MM, Garner PR, Spence JEH, Quarrington AM. Pregnancy rates after
hysterosalpingography with oil- and water-soluble contrast media. Obstet
Gynecol 1986;68:6–9.

Brent K, Hadden W, Weston-Webb M, Johnson NP. After the FLUSH Trial: a
prospective study of lipiodol flushing as an innovative treatment for
unexplained and endometriosis-related infertility. Aust N Z J Obstet
Gynaecol 2006;46:293–297.

De Boer AD, Vemer HM, Willemsen WNP, Saunders FBM. Oil or aqueous
contrast media for hysterosalpingography: a prospective, randomized,
clinical study. Eur J Obstet Gynecol Reprod Biol 1998;28:65–68.

Jansen RP. Minimal endometriosis and reduced fecundability: prospective
evidence from an artificial insemination by donor program. Fertil Steril
1986;46:141–143.

Johnson NP, Fisher RA, Braunholz DA, Gillett WR, Lilford RJ. Survey of
Australasian clinicians’ prior beliefs concerning lipiodol flushing as a
treatment for infertility: a Bayesian study. Aust N Z J Obstet Gynaecol
2006;46:298–304.

Johnson N, Vandekecrckhove P, Watson A, Lilford R, Harada T, Hughes E.
Tubal flushing for subfertility. Cochrane Database Syst Rev 2006;2:
CD003718.

Johnson NP, Farquhar CM, Hadden WE, Suckling J, Yu Y, Sadler L. The
FLUSH Trial—flushing with lipiodol for unexplained (and endometriosis-
related) subfertility by hysterosalpingography: a randomised trial. Hum
Reprod 2004;19:2043–2051.

Johnson NP. A review of the use of lipiodol flushing for unexplained infertility.
Treat Endocrinol 2005;4:233–243.

Johnson NP, Bhattu S, Wagner A, Blake DA, Chamley LW. Lipiodol alters
murine uterine dendritic cell populations: a potential mechanism for the
fertility enhancing effect of lipiodol. Fertil Steril 2005;83:1814–1821.

Letterie GS, Rose GS. Pregnancy rates after the use of oil-based and
water-based contrast media to evaluate tubal patency. South Med J
1990;83:1402–1403.

Lindequist S, Justesen P, Larsen C, Rasmussen F. Diagnostic quality and
complications of hysterosalpingography: oil- versus water-soluble contrast
media—a randomized prospective study. Radiology 1991;179:69–74.

Nugent D, Watson AJ, Killick SR, Balen AH, Rutherford AJ. A randomized
controlled trial of tubal flushing with lipiodol for unexplained infertility.
Fertil Steril 2002;77:173–175.

Ogata R, Nakamura G, Uchiumi Y, Yokoyamay M, Watanabe Y, Nozaki M,
Sano M, Nakano H. Therapeutic efficacy of hysterosalpingography (HSG)
in infertility, a prospective, randomized, clinical study. Jap J Fertil Steril
1993;38:91–94.T

a
b

le
1
:

IT
T

an
al

y
si

s
o
f

fo
ll

o
w

-u
p

d
at

a
at

2
4

m
o
n
th

s

U
n
ex

p
la

in
ed

in
fe

rt
il

it
y

E
n
d
o
m

et
ri

o
si

s-
re

la
te

d
in

fe
rt

il
it

y
T

o
ta

l
p
o
p
u
la

ti
o
n

L
ip

io
d
o
l

(n
¼

4
8
)

N
o

fl
u
sh

(n
¼

4
8
)

R
el

at
iv

e
ri

sk
(9

5
%

C
I)

P
-v

al
u
e

L
ip

io
d
o
l

(n
¼

2
5
)

N
o

fl
u
sh

(n
¼

3
7
)

R
el

at
iv

e
ri

sk
(9

5
%

C
I)

P
-v

al
u
e

L
ip

io
d
o
l

(n
¼

7
3
)

N
o

fl
u
sh

(n
¼

8
5
)

R
el

at
iv

e
ri

sk
(9

5
%

C
I)

P
-v

al
u
e

C
li

n
ic

al
p
re

g
n
an

cy
2
9

1
9

1
.5

(1
.0

–
2
.3

)
0
.0

4
1
4

1
6

1
.3

(0
.8

–
2
.2

)
0
.3

2
4
3

3
5

1
.4

(1
.0

–
2
.0

)
0
.0

3
S

en
si

ti
v
it

y
an

al
y
se

s
o
f

im
p
u
ta

ti
o
n

fo
r

cl
in

ic
al

p
re

g
n
an

cy
(i

)
3
1

2
3

1
.4

(0
.9

–
1
.9

)
0
.1

1
1
7

2
1

1
.2

(0
.8

–
1
.8

)
0
.3

6
4
8

4
4

1
.3

(1
.0

–
1
.7

)
0
.0

8
(i

i)
3
0

2
1

1
.4

(1
.0

–
2
.1

)
0
.0

7
1
6

1
9

1
.3

(0
.8

–
1
.9

)
0
.3

1
4
6

4
0

1
.3

(1
.0

–
1
.8

)
0
.0

5
L

iv
e

b
ir

th
p
lu

s
o
n
g
o
in

g
p
re

g
n
an

cy
2
5

1
5

1
.7

(1
.0

–
2
.8

)
0
.0

5
1
2

1
2

1
.5

(0
.8

–
2
.8

)
0
.2

1
3
7

2
7

1
.6

(1
.1

–
2
.4

)
0
.0

2

E
ct

o
p
ic

p
re

g
n
an

cy
1

1
0

0
1

1
M

u
lt

ip
le

p
re

g
n
an

cy
2

a
0

0
1

2
a

1

A
ss

u
m

p
ti

o
n

fo
r

IT
T

an
al

y
si

s:
th

o
se

lo
st

to
fo

ll
o
w

-u
p

d
id

n
o
t

b
ec

o
m

e
p
re

g
n
an

t.
S

en
si

ti
v
it

y
an

al
y
se

s
o
f

im
p
u
ta

ti
o
n

fo
r

cl
in

ic
al

p
re

g
n
an

cy
:

as
su

m
p
ti

o
n

(i
)

th
at

al
l

th
o
se

lo
st

to
fo

ll
o
w

-u
p

b
ec

am
e

p
re

g
n
an

t;
as

su
m

p
ti

o
n

(i
i)

th
at

h
al

f
o
f

th
o
se

lo
st

to
fo

ll
o
w

-u
p

b
ec

am
e

p
re

g
n
an

t.
C

li
n
ic

al
p
re

g
n
an

cy
w

as
as

se
ss

ed
at

2
4

m
o
n
th

s
p
o
st

-r
an

d
o
m

iz
at

io
n
;

p
re

g
n
an

cy
o
u
tc

o
m

es
w

er
e

su
b
se

q
u
en

tl
y

as
ce

rt
ai

n
ed

fo
r

w
o
m

en
ac

h
ie

v
in

g
p
re

g
n
an

cy
b
y

th
at

ti
m

e.
a
T

h
es

e
tw

o
m

u
lt

ip
le

p
re

g
n
an

ci
es

w
er

e
ac

h
ie

v
ed

th
ro

u
g
h

IV
F

fr
o
m

6
to

2
4

m
o
n
th

s
fo

ll
o
w

-u
p
.

Sustained benefit of lipiodol for unexplained infertility

2861

D
ow

nloaded from
 https://academ

ic.oup.com
/hum

rep/article/22/11/2857/653721 by guest on 15 June 2021



Rasmussen F, Lindequist S, Larsen C, Justesen P. Therapeutic effect of
hysterosalpingography: oil- versus water-soluble contrast media—a ran-
domized prospective study. Radiology 1991;179:75–79.

Spring DB, Barkan HE, Pruyn SC. Potential therapeutic effects of contrast
materials in hysterosalpingography: a prospective randomized clinical
trial. Radiology 2001;214:53–57.

Steiner AZ, Meyer W, Clark RL, Hartmann KE. Oil-soluble contrast during
hysterosalpingography in women with proven tubal patency. Obstet
Gynecol 2003;101:109–113.

Toma SK, Stovall DW, Hammond MG. The effect of laparoscopic ablation or
Danocrine on pregnancy rates in patients with stage I or II endometriosis
undergoing donor insemination. Obstet Gynecol 1992;80:253–256.

Yang KN, Yeh NG, Pan SB. The therapeutic effects of oil-soluble
hysterosalpingography contrast medium following water-soluble
hysterosalpingography contrast medium. Chin Med J 1989;44:293–297.

Submitted on January 21, 2007; resubmitted on April 29, 2007; accepted on
July 19, 2007

Johnson et al.

2862

D
ow

nloaded from
 https://academ

ic.oup.com
/hum

rep/article/22/11/2857/653721 by guest on 15 June 2021


